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Elkins-Sinn

Attention: Frances M. Cacchio
2 Esterbrook Lane

Cherry Hill, NJ 08003-4099

"Illllllll"lll"lllll"llllll"lIIIIIIIIIIIIIIlI"
Dear Madam:

This is in reference to your abbreviated new drug application
dated July 1, 1993, submitted pursuant to Section 505(3j) of the
Federal Food, Drug, and Cosmetic Act, for Dobutamine
Hydrochloride Injection, 12.5 mg (base)/mL.

Reference is also made to your amendments dated June 27,
July 30, and September 13, 1996.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Dobutamine Hydrochloride for Injection USP, 12.5
mg/mL to be bioequivalent and, therefore, therapeutically
equivalent to the listed drug Dobutrex® Solution 12.5 mg/mL of
Eli Lilly and Company.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.



We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use. '

Director
Office of Generic Drugs
Center for Drug Evaluation and Research

D3&r
Q.»."

cec: ANDA 74-381
ANDA 74-381/Division File
Field Copy
HFD-600/Reading File
HFD-8/P.Savino
HFD-610/J.Phillips

Endorsements:

HFD-623/JSmith/7-10-96
HFD-623 /VSayeed/7-31-9
HFD-613 /CPark/8-5-96

HFD-617/JWilson/8-16-9
HFD-613/AVezza/8-5-96
X:\NEW\FIRMSAM\ELKINS
F/T by gp/8/16/96
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DOBUTAMINE

HYDROCHLORIDE INJECTION

DESCRIPTION -
L jection is a syntheti ine. The ical name for dobutamine hydrochioride is
(:t) -4-[2- [[3 -{p- Hydroxyphenyl)-1 yipropyt Jamino]ethyl] - py it hyd ide, and it has the following
structural formula:
HO ?43
m-@(wm,h@—m * HQI
C1gH2aNO3 - HOV MW 337.85

The clinical formulation is supplied in a sterile form for infravenous use only. Each mL contains dobutamine
hyd(ochMoquwaIZSﬂlg(ﬂ sunmmumwm"mmo.%mnwmuhm

andfor acid added, # needed, for pH adjustment to pH 2.5-5.5.

CLINICAL PHARMACOLOGY
mmuammwwmmmmmmmum
of the heart while p and
vasodllaﬁveeﬁmndoesnotcawsmmu 0 L asdoes ine. In animal studies,
less in heart rate and less in periph i for a given

mmmmmwm
n with d f both ine and isop L 1se the cardiac output 10 a similar
degreelnmecmddobmmmne this increase is usually not rked i in heart rate

by
mnmmmmmnmwm in contrast,
meumm:mwwmummmwokammma
declines.
Facilitation of atrioventricular conduction has been d in human ek physiologic studies and in patients with
amalmmn

is usually d with inistration of ine. Occasionally
vasooovsmcbonhasbemobserved
mcMemeMsMMMMMMmdmmhmumm
dpmmmmhawwnMnmmnmamememm
output retumed toward baseline values in others.
The onset of action of dobutamine is within 1 10 2 minutes; however, as much as 10 minutes may be required to obtain
mepeakeﬁeddapamuarnhmnm

The plasma half-life of dob in is2 The principal routes of ism are methylation of the
catechol and conjugation. in human urine, the major ion p are the conj of ine and 3-O-
methyl dobutamine. The 3-O-methyl derivative of is inact
Alteration of synaptic concent ations of ines with either ¥ne or tricycli idep does not alter
the actions of ine in animals, which indi that the actions of ine are not on p i
mechanisms.
INDICATIONS AND USAGE
icated when par J therapy is support in the
shonrenntreamemdadunswm::arm P ion due 10 dep d 1mvresuwmmmnw
heart disease or from cardiac surgical procedures.
In patients who have atrial ion with rapid 0 a digitalis prep: should be used prior t0
institution of therapy with dobutamine hydrochioride.
CONTRAINDICATIONS
din . with idiop yp p b et is and in
whohaveshovm o i 0 of hyp itivity 10 Dob ine Hy
WARNINGS
1. INCREASE IN HEART RATE OR BLOOD PRESSURE
Dobmammmaymseamwkedweasomtnanmeoruood iy i
i ly 10% of p mdmwmmmmmdwbummammdmn
75%havehadl§0—mmHgorgmam in systolic pi Usuaily, of dosage promptly reverses
these effects. Because dobutamine faciitates atri icul ion, pati with atriat ion are at risk of
ping rapk X Patients with preexisting hypertension appear to face an increased risk of
an exaggeratad pressor response.
2. ECTOPIC ACTIVITY
D ine may precipil or b L eclopic activity, but it rarely has caused ventricular
3. HYPERSENSITIVITY
Reactions suggestive of hyp iated with istration of Dob ine Hy ide Ink
including skin rash, fever, inophilia and p have been reported i
4. D ine Hy ide Injecti ins sodium bi Oﬁteawmemmmaycausealletgnc-lypereawons.
i ic symp and life i orlessseve!e pisodes, in certain
pleTheovera“ of sulfite tivity in lation is unk 1 and p “IowSumte
sensmvﬂylssoennwrefrequenﬂymashmancmannmnaw\mahcpeople
PRECAUTIONS
GENERAL
1. During the administration of D Hy injectk as with any adrenergic agent, ECG and
biood p should be sly in addition, p y wedge p and cardi
output should be moni d wh p to aid in the safe and effecti of
Hydrochloride injgction.
2. Hypovolemuasfpuldbeoonecledwnhsunablevolumeexpandersbefom with ine is instituted.
3. No improvemerft may be observed in the p of marked jion, such as severe valvular aortic
stenosis.
USAGE FOLLOWING ACUTE MYOCARDIAL lNFAﬂc‘ﬂON
Clinical exp with D llowing myocardial infarction has been insufficient to

establish the safety of the drug for thrs use. Thefe is concern that any agem that increases contractile force and heart
rate may increase the size of an infarction by intensifying ischemia, but it is not known whether dobutamine does so.
LABORATORY TESTS

Dobutamine, like other Bz-agonists, can produce a mild reduction in serum potassium concentration, rarely to
hypokalemic levels. Accordingly, consideration should be given to monitoring serum potassium.

DRUG INTERACTIONS

Animal studies indi that dobutamine may be ineffective if the patient has tiy received a g-blocking drug. In
such a case, the perip vascular res; may i
i studtes i that the itant use of dob ine and nitroprusside resuits in a higher cardiac output

and usualfy, a lower pulmonary wedge pressure than when either drug is used alone.
There was no evidence of drug interactions in clinical studies in which dobutamine was administered concurrently with
other drugs, including digitalis preparations, furosemide, spironolactone, lidocaine, nitroglycerin, isosorbide dinitrate,
morphine, atropine, heparin, protamine, potassium chioride, folic acid and acetaminophen.
CARCINOGENESIS, MUTAGENESIS, IMPAIRMENT OF FERTILIT‘I
Studies to evaluate the carcinogenic or p of dobutamine, or its p iat to affect fertility, have not
been conducted.
PREGNANCY

n E6fante ratannry B. Ranrodiction studies performed in rats at doses up to the normal
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blood p should be ly itored. In it y wedge p and
output should be d possib} 1o aid in the safe and I of Dob i
Hydrochioride Injection.

2. Hypovolemia should be 4 with suitable volume expanders before with dobutamine s i

3. Noimprovement may be observed in the presence of marked mechamcal obstruction, such as severe vatvular aortic
USAGE FOLLOW‘NG ACUTE MYOCARDIAL INFARCTION

Clinical i dial # ion has been insufficient to
eyabhshthesaielyo(hedmgforhsme Therescuwnhatanyagemmamcreasescomacﬁekweandhean
(atemymeaselhesuzadanuﬁarcnonbynmens@nmscmmns"dkmmmﬂmmw
LABORATORY TESTS

Dobutamine, ke other B2-agonisis, can prod a mild reduction in serum P L jon, rarely to
"ﬁUG levels. A ingly k ion should be given 10 MONAOrNg SerUM POtASSIUM.
DI INTERACTIONS
Animal studies indi that dob i maybe' ive if the patient has ity ived a §- king drug. In
suchacase.ﬂ\e ip I may i

y studies indk that the itant use of dob prusside results in a higher cardiac output
and.usaaﬂynbwmpﬂwwywedgeprmeﬁmﬁmaﬂmdugbusodm
Mwasmmammm\smmmnm i d ntly with
o(herdmgs. cluding digitalis prep u 2 in, @ de dini

ick Hnwdu\dmninophen
CARCNOGBES!S.IIUTAGENESIS IMPAIRIIENTOFFER‘I’!LITY
Studies 10 the g o g P ine, or its p jal to affect fertility, have not
been conducied.

PREGNANCY
Teratogenic Effects: Pregnancy C: ction studies px mratsatdomupbmonomal
humandose(wmoglkglmmforﬂhtotaldauydo&duAmglkg)andmrabbﬂsatdosesupbtwloem
hunnndosehaverevealed evsdenceofhanntometemsduew“ ine. There are, and
d studies in women. duct mndtesuanotdwayspredicﬁvedhumm

resporsehsmduouldbomddumgwagnancyoﬂyﬂcleaﬂyneeded
LABOR AND DELIVERY
ﬂ\eeﬁeﬁdboﬁﬁamﬂydrochbndeh;ecﬂmmlabaandde«vewusunklm

NURSING MOTHERS
lhsnotlmownmmtsdmgusexcmedmhwmnmdk.secausemanydmgsueexcrmdnhwnanmlk.camon
should be k when nanursmgmmﬁumw'evmqum
mwmmmmﬂwmmmdmmdmm
PEDIATRIC USE
The safety and effecti of D ine Hy ide Injection for use in pediatric patients have not been studied.

ADVERSE REACTIONS
INCREASED HEART TE.BLOOD PRESSUREAMJVENTNCULAR ECTOPIC ACTVITY
A 10- 10 20-mm & n in heart rate of 5 10 15 beats/minute have been

Wmmm(uoWAﬂNtNGSrogudmgeWmmem ). Approximatety 5% of
have had

mmmgmmmmasmm

HYPOTENSION
Precipi in blood pr have ionally been ibed in b '
Deueasingmedoseof inuing the infusion typ resdtsmmpdrmofbbodprm\obmeﬁmvmu\
i ybe quired and ibility may not be immediate.
c‘l'IONSATﬂTESOmeAvENOUSINF\SION
x:ws Local have been ibed ing inadvertent
- casosd is (¢ - dskmnssue)havebeonmpoﬂed

MISCELLANEOUS UNCOMMON EFFECTS
Mmmmnbeenmponedm1%b3%dpmms nausea, headache, anginal pain, nonspecific
MMMWWMM

k cesosol ytopeni havebeen PO d

Admink ine, like other can produce a mild ion in serum p i -

tion, rarely to hypokalemc levels (see PRECAUTIONS).

LONGER-TERM SAFETY

mmdwnnhwmhverweabdmadvmeﬁedsmrmnmeseenmsmnermm

OVERDOSAGE

Overdoses of dobutamhavebeenrepoﬁedrave!yThebllowmgnsprowdedbseweasaguideifsuehanove:dose

is encountered.

SIGNS AND SYMPTOMS ;

Toxmyﬁomdob\mmhehydrocmondelsusuaﬂydueb ive cardiac 8 i ion. The duration of

shoﬂ(Tuz-menes)becaweMsmpdy ized by hol -

0 The oHoxncrty may include anorexia, nausea, vomiting, tremor, anxiety, palpi'aﬁons.

headacheshomwdmalhandangmalandnonspecmcchestpamme i pic and effects of
ium may cause yarrhy Y ia and icul

fibrillation. Hypotenston mayresulllvom vasodulauon

TREATMENT

To obtain up-to-date information about the t of ok a good yourcemﬁedﬁegmalPocsm

Control Center. Telephone numbers of certified poison control centers are IustednthePhysoc:ans Desk Reference

{PDR). in managing overdosage, consider the possibility of multiple drug among drugs and

unusual drug kinetics in your patient.

Themmalacmnsbbetakemna ine hy are g an

anrway and YG and ilati Resuscuahve measures should be mmated pfompﬂy Sevefe

h fthmias may be “'l‘ytrealedepropfanololor Hyp 1 usually resp

loareductmmdoseordnscofmnuauonohherapy

Protect the patient's airway and support and perfusion. if “‘meuculwslymonnorandmamtamwﬁhm

ncoeptablehmnsmpauevnsvnalssgns blood gases, semmelecvolytes.e(c

1f the product is i ‘-n--—absorptlonmayoocurfrommemomhandlhe i inal tract. pi

ofdrugsfrommegasrocmesnnal tract may be d by giving ‘whlch in many cases, is more

effective than emesis or lavage; consider charcoal instead of or in addition to gastric emptying. Repeated doses of
charcoal over time may hasten elimination of some drugs that have been absorbed. Safeguard the patient's airway
when employing gastric emptying of charcoal.

Forced diuresis, peritoneal dialysis, hemodialysis or charcoal hemoperfusion have not been established as beneficial for
an overdose of dobutamine hydrochloride.




DOSAGE AND ADMINISTRATION

NOTE: Do not add D ine Hy ide Injection to 5% Sodium Bicarbonate lnjecti or to any other strongly
alkaiine soluti of polentia! physicai & ibilities, it is ded that dobute y de not
be mixed with other drugs in the same ion. Doby ine hy ide shoukd not be used in conjunction with other
aqam.)rdﬂuemsoomamhgbmmmmetabusumandemanol

PREPARATION AND STABILITY :

At the time of administration, D Hy ide Injection must be further diluied in an 1V container to at least a
50 mi. solution using one of the ing i ftions as a diluent: D jection 5%, D 5% and
Sodium Chioride 0.45% Injection, D 5% and Sodi chlovideo.s%lliocﬁon,ooxmlnjedimlo%.lsdyte’!d
MD&MS%MW\.LMGW%W,DsmoseS%hLactanedRm«'sM}ecﬁon,w-Mm
D5-W, Osmitrol® 20% in Water for injecti ium Chioride Injection 0.9% or Sodi Lactate Inj

soluions should be used within 24 hours.

RECOMMENDED DOSAGE

mmammnmmwmwwmz.sn15moglkglmin(see‘rable1).0nrare

oecasions,iiusionmsuptowmcglhglnmmvebewrequiredbobhhmdesimdeﬂed.

TABLE 1
ine Hyd jocti Rate (mL/kg/min)

for Concentrations of 250, 500 and 1000 mcg/mi

Infusion Delivery Rate
Drug Delivery Rate 250 megimL* 500 meg/mLt 1000 megimlLt
{meg/kg/min) {mLIkg/min) (miLTkgimin) {mL/kgimin)

2.5 0.01 0.005 0.0025
5 0.02 0.01 0.005
7.5 0.03 0.015 0.0075

10 0.04 0.02 0.01

12.5 0.05 0.025 0.0125

15 0.06 0.03 0.015

* 250 meg/mL of diluent
+ 500 meg/mb or 250 mg/500 mt of diluent
£ 1000 meg/mL or 250 mg!250 mlL of divent

Rates of infusion in mL/h for D ine Hyd: 1 ions of 500 meg/mi, 1000 meg/mL
mdiﬁtnmcglnﬂ.mgimhnbbz :

TABLE 2
ine Hy injecti Rate (mL/h) for 500 mcg/ml. Concentration
Dmgmoehvery' Patient Body Weight (kg)
{mcglkg/min) 50 60 70 80 90 100 10
2.5 15 18 21 24 27
5 £ 6 2 54 60 66
7.5 45 54 63 72 81 90
10 60 72 84 108 120 132
125 75 %0 106 120 135 150 165
5 O 90 108 126 144 162 180 198
Dobutamine Hyd: jects Rate (mL/h) for 1000 mcg/mi Concentration
Drug Detivery Patient Body Weight (kg)
Rate
{moglkgimin) k) 0 50 60 70 80 20 100 110
2.5 4.5 6 7.5 9 10.5 12 13.5 15 16.5
5 9 12 15 18 21 24 27 0 33
7.5 135 18 2.5 27 3s % 40.5 45 49.5
10 18 24 20 % 42 4 54 66
125 22.5 20 375 45 52.5 60 67.5 75 8.5
15 2 36 45 54 63 72 81 90 99
. £y
Dobuteming Hydrochioride ) lq&}nnn-u(mmmzooomglmcmmm
) ’ hction s
Drug Delivery P [, i ! patidnt Body Weight (kg)
; : ST
{mogikgimin) 140 50 .:i:i6Q Y ‘\, 70 80 90 100 10
25 Talpoiust— T T as 5 6 7 7.8 8
5 45 6 7.5 9 105 12 13.5 15 16.5
7.5 7 9 1 135 16 18 20 225 25
10 9 12 15 18 21 24 27 20 33
12.5 " 15 19 25 2% 30 34 375 4
15 - 13.5 18 22.5 27 31.5 3 405 45 49.5

N
mmdmmmmwmmammmmwwmﬂmwmmmmsmas
dewnnhedbyheaﬂm&.wmedectopicacﬁvﬂy.bbodp«essm,wheﬂwand, h possibl
of central venous or pulmonary wedge.pressure and cardiac output.

Concentrations of up to 5000 mcg/m { have been ini d 1o h (250 mgl50 mL}. The final volume adminis-
tered should be determined by the fluid requirements of the patient.

L { drug products should be insp d y for par matter and discoloration prior to
administration jution and permit.

HOW SUPPLIED
Dobutamine Hydrochioride Injection equivalent to 12.5 mg dobutamine per ml is available in the following:
20 mL {250 mg) SINGLE DOSE vial packaged in 25s (NDC 0641-2359-45)
STORAGE
Store at controlied room temperature 15°-30°C (59°-86°F).
Caution: Federal law prohibits dispensing without prescription.
* * * * *

Issued April 1996
J-23598

Manutactured by
ELKINS-SINN, Cherry HIll, NJ 08003-4099
A division of A. H. Robins Company




DOBUTAMINE HYDROCHLORIDE

Attach this label to the IV infusion bottle.  1-2359
Patient's name

Total volume

Total number of mg added to bag *
Dose = ug/kg/min
Rate of infusion : mL/min

N ORI
SEP 26 Mairops/min ': \
Date Time e
Prepared by

G251 ELKINS-SINN, Cherry Hilt, NJ 08003-4099 T

H NGLE DOSE Vial g, £4232.%
%esg‘g?%gg_%%g 20 o SR :%j?
it DOBUTAMINE EEidsh:ieys
27782 nTE RS2 T HYDROCHLOKDE INECTION gﬁgaéééé‘%aa
.5 =873 X BE=2f, ¢ :

%% sazksifz 250 mg/20 mL S3EERS<" e

g %3 527428 10 12.5 mg/mL of dobutarmine ESu S-E:e-égg, L
2E §EB2333E et Sgo2ficl . ¢
8y L83%5.878 FORIVUSEONLV g5 28
i a§s§
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B‘AL __-—_'

MICRO!

DOSE Vials  NDC 0841 2359-43 cmm“m A Siscapp M
10 x 20 mL SINGLE esgsvggss e WITHIN 24 HOURS X AFTER —_-:::

g 2 |NE unus Each mL co tains dobutamine hyd sodium ’

R DILUTION. mumme) and 0.24 mg emm——

RIDE INJECTION (oquivaent 10 $2.5 B, 7 oction. p 2.5-5.5; sodiun ==
HYDROCHLO metabiulfte in Water f0r ImeCtet £ ad. 1 neded, for

hydroxide and/of "Y"'

250 mg

|20 mL

pH adj .mmem.

DOSIGE

See package insert for

at
complete pfescn\nnu mfofmauon and IV ditution. Store

controlied room tempemmre 15' 30"0 (59°-86°F\.

equiv. to 12.5 mgImL of dobutamine s m

FOR IV USE ONLY

Pr oduc\ Code 235943
MUST BE DILUTED PRIOR 70 USE

\\\l\\l\l =

herry Hill,

s Company

ELKINS SINN C

D

2 5 25 x 20 mL SINGLE DOSE Vials  NDC 0641-2359-45 CONTAINS NO ANTIMICROBIAL T/—m——
d = D PRESERVATIVES. SINGLE DOSE VIAL —DISCARD  EEEENSEE

IN E guus:n CONTENTS. USE WITHIN 24 HOURS AFTER

- HLUTIO: Each ml contains

HYDROCHLORIDE INJECTION 10 12.5 mg and 0.24 mg sodiom = —————

250 l metabisulfite in Water for Injection. pH 2.5-5.5; sodium ———

mg mL hydroxide and/or hydrochioric acid added, if needed, for ~———=

pH adjustment. USUAL DOSAGE: See package insert for =

equiv. to 12.5 mg/mL of dobutamine complete prescribing information and Nduutuon Store af  —————

- FOR IV USE ONLY Caunon: P e BT SO PN ] e

. y 0 LAY I8 :
L P [MUST BE DILUTED PRIOR TO URED IR aPLIGT 5
Ei ELKINS-SINN, Cherry Hill, NJ 08003-4099
A dvision of A H Robins Company
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DOBUTAMINE
HCI INJECTION
250 mg/20 mL.

equivalent to 12.5 mg/mL
of dobutamine

FOR IV USE ONLY

MUST BE DILUTED
PRIOR TO USE

TV

CONTAINS NO
ANTIMICROBIAL
PRESERVATIVES

Each mlL contains dobuta-
mine hydrochloride {equiva-
lent to 12.5 mg dobu-
tamine) and 0.24 mg so-
dium metabisulfite in Water
for Injection. pH 2.5-5.5;
sodium hydroxide and/or
hydrochloric acid added, if
needed, for pH adjustment.
Caution: Federal law pro-
hibits dispensing without
prescription.

—1—7!

20 mL SINGLE DOSE Viai
NDC 0641-2359-41
6505-01-239-4660

DOBUTAMINE
HCI INJECTION

250 mg/20 mL

equivalent to 12.5 mg/mL
of dobutamine

FOR IV USE ONLY

MUST BE DILUTED
PRIOR T0 USE

ELKINS-SINN
Cherry Hill, NJ 08003

A division of A. H. Robins Co.

L
mi

SINGLE DOSE VIAL
DISCARD UNUSED
CONTENTS
USE WITHIN 24 HOURS
AFTER DILUTION

USUAL DOSAGE

See package insert for
complete prescribing in-
formation and IV dilution.
STORAGE

Store at controlled room
temperature 15°-30°C
{59°-86°F).

Product Code

2359-41 B-12359

/

c—1—¥
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Addendum to the Chemistry Review

ANDA 74-381 Elkins-Sinn

Dobutamine Hydrochloride Injection, 12.5 mg (base)/mL

Addendum Items:

1.

Methods validation telephone amendment:

Because of a delay in submitting the methods validation
package to a district laboratory, OGD was considering
approving the application before methods validation was
complete.

In order to facilitate this, the firm committed in the
telephone amendment dated September 13, 1996 to
"...work with the District Laboratory to resolve any
guestions which are raised related to..." methods
validation by the District Laboratory.

However, this amendment is irrelevant. A telephone
call with Diane O'Brien at the Baltimore Lab (410-962-
3791 Ext.148) on September 24, 1996 provided word that
the methods validation has been completed. No problems
were found and the lab will be recommending approval
when the paperwork comes through.

Labeling:

Labeling was pending at the time of the original
chemistry review. All labeling issues have since been
resolved.

Preapproval summary:

The preapproval summary states that the drug product is
compendial. This is incorrect since the official
position of OGD is that there is no USP monograph for
Dobutamine HCl Injection. As noted above, a methods
validation package was submitted for evaluation.

September 24, 1996



CHEMISTRY REVIEW NO. 5
ANDA 74-381

NAME AND ADDRESS OF APPLICANT
Elkins-Sinn

Attention: Frances M. Cacchio
2 Esterbrook Lane

Cherry Hill, NJ 08003-4099

PROPRIETARY NAME
NA

7.

10. PHARMACOLOGICAIL CATEGORY

cardiac decompensation
13. DOSAGE FORM
parenteral for IV infusion
15. CHEMICAL NAME AND STRUCTURE
(£)-4-[2-[[3-(p-
Hydroxyphenyl)-1-
nmethylpropylj]amine]ethyl]
pyrocatechol
hydrochloride

C,gH,sNO; . HC1

18.
Recommend: APPROVAL.

19. REVIEWER: J. Smith

ANDA 74-381
Division File
DUP Jacket
Field Copy

ccC:

Endorsements: .
HFD-623/J.Smith/7/10/96
HFD-623/V.Sayeed/7/31/9
X:\NEW\FIRMSAM\ELKINS\L
F/T by: gp/8/16/96

CAS ([49745-95-1]

DATE COMPLETED:

NONPROPRIETARY NAME

Dobutamine Hydrochloride
Injection

11. Rx

14. POTENCY

12.5 mg (base)/mL, mL vial

HO

HCH

M.W.

337.85

CONCLUSIONS AND RECOMMENDATIONS

07/10/96
Lab -v/gv clc as of rhahe

e
uita o
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BIOEQUIVALENCE REVIEW(S)
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Dobutamine Hydrochloride Injection Elkins~8inn Pharmaceuticals
12.5 mg/mL Cherry Hill, NJ

ANDA #74-381 Submission Date:
Reviewer: Z.Z. Wahba July 01, 1993

File name: 74381W.793

REVIEW OF A WAIVER REQUEST

The firm has requested a waiver of in vivo biocavailability study
requirements for its drug product, Dobutamine Hydrochloride
Injection, USP, 12.5 mg/mL in 20 mL vials. The reference product
is Dobutrex®, manufactured by Eli Lilly.

FORMULATTON COMPARISON

Ingredients Test Product Ref Product
mg/mL mg/mL

Dobutamine HCl, USP (as base) 14.01° 12.5

Sodium Metabisulfite, NF 0.24 -

Sodium Bisulfite - 0.24

0.1 N NaOH or HCl for pH adjust. PH adjust.

Water for Injection, USP gs gs

Nitrogen, NF -- -

* 14.01 mg salt = 12.5 mg base

COMMENTS

1. The test drug product is an aqueous injectable solution for IV
infusion.

2. The test and reference products contain the same amount (12.5

mg base/mL) of the active ingredient. However, the test
product contains sodium metabisulfite instead of sodium
bisulfite which is used in the reference product. The
monograph of sodium bisulfite of NF XV reads "Note-Where
Sodium Bisulfite is called for, use Sodium Metabisulfite".
The monograph of sodium bisulfite was deleted from NF XVII.

3. The waiver of in vivo bioequivalence study requirements should
be granted based on 21 CFR section 320.22(b) (1) of the
Bioavailability/Bioequivalence Regulations.

RECOMMENDATION

The Division of Bioequivalence agrees that the information
submitted by Elkins-Sinn Pharmaceuticals demonstrates that
Dobutamine Hydrochloride Injection, USP, 12.5 mg/mL packaged in 20
mL vials falls wunder 21 CFR Section 320.22(b)(1l) of the
Bioavailability/Bioequivalence Regulations. The waiver of in vivo
biocequivalence study for the test product is granted. From the
biocequivalence point of view, the Division of Bioequivalence deems
the test product to be bicequivalent to Dobutrex® Injection, 12.5
mg/mL packaged in 20 mL vials manufactured by Eli Lilly.




ed of the recommendation.

akaria Z. Wahba, Ph.D.
Review Branch III

Division of Bioequivalence
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